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The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
international Bureau of the priority document{s) relating to the earlier applicatton{s) indicated below. Unless otherv/ise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 
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3. 
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An asterisk(*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the atterftion 
of the appJicant is directed to Rule 17.1 (c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 

Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17,1 (a) or (b), respectively. In such a case, the attention of the applicant ts directed to Rule 17.1(c) which 

provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 

upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 

circumstances. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP99/03970 



L Basis of the report 



With regard to the elements of the international application:* 
I I the international application as originally filed. 

[ X I the description: 

pages 

pages ^ 

pages 



1-8 



, as originally filed, 

, filed with the demand. 



. filed with the letter of. 



s 



□ 



□ 



the claims: 
claims _ 

claims 

claims 

claims 



1-11. 13, 10. 



JL2. 



. , as originalK' filed, 

as amended (together with any statement imder Article 19) 
. filed with the demand. 



, filed with the letter of. 



the drawings s: 

pages 

pages 

pages 



, as originally filed. 



, filed with the demand. 



filed with the letter of _ 



the sequence listing part of the description: 

pages 

pages 

pages 



as originall}' filed. 



, filed with the demand. 



, filed with the letter of 



With regard to the language, all the elements marked above were available or furnished to this Authorit>- in the language in which the international 
application was filed, unless otervvise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 



I I the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I I the language of publication of the intenational application (under Rule 48.3(b)). 

I I language of the translation furnished for the purposes of international preliminary' examination (mider Rule 55.2 and/or 55.3) 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international preliminan- examination 
was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in vwitten form. 

I I furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished wxitten sequence listing docs not go beyond the disclosure in the international application as 
filed has been furnished. 



□ 
□ 



□ 
□ 

□ 



The statement that the information recorded in computer readable form is identical to the written sequence listing has been furnished. 
The amendments have resulted in the cancellation of: 

j 1 the description, pages 

=^ the claims, Nos. 



the drawings, sheets/fig.. 



□ 
□ 

nThis report has been established as if (some oO the amendments had not been made, since Ihev have been considered to go beyond the 
disclosure as filed, as indicated in (he Supplemental Box (Rule 70.2(c)).** 

Repfacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this report 
as ongnwllyfded ' and are not annexed to this report since they do not contain amendments (Rule 70, 16 and 70. 1 7), 

Any replacement sheet containing such amendments must be re ferred to under item I and annexed to this report. 
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International application No. 
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International filing date (day/month/year) Priority date {day/month/year) 
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Applicant 
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This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Hf«^^n!l.nH l^""?"^ "J""*^' ^>cle 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement pp ^ 

Certain documents cited 

Certain defects in the international application 

VIII 1^ Certain observations on the international application 



I 




II 
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III 
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IV 
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V 




VI 
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VII 
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VIII 


□ 



Date of submission of the demand 

24 December 1999 (24.12.99) 


Date of completion of this report 

1 6 October 2000 (16.1 0,2000) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP99/03970 



I. Basis of the report 



1 . With regard to the elements of the international application:* 
I I the international apphcation as originally filed 
the description: 

pages 1-8 

pages 
pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



the claims; 

pages 

pages 
pages 
pages 



1-11,13,14 



12 



as originally filed 

, as amended (together with any statement under Article 19 
, filed with the demand 



□ 



, filed with the letter of 



the drawings: 

pages 

pages 
pages 



, as originally filed 

, filed with the demand 



the sequence listing part of the description: 
pages 
pages 
pages 



filed with the letter of 



, as originally filed 

filed with the demand 



, filed with the letter of 



^' t^itSln f"^ the elements marked above were available or furnished to this Authority in the language in which 

I the mtemational application was filed, unless otherwise indicated under this item 'anguage in wnicn 

These elements were available or furnished to this Authority in the following language which is- 

LJ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I — the language of publication of the international application (under Rule 48.3(b)). 

orVssT^^^ ""^'^^ translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 

' ^^Si:^.^^^ - ^PP'^-*-^ ^he inte^ational 

contained in the international application in written form. 

□ filed together with the international application in computer readable form, 
I — I furnished subsequently to this Authority in written form 

furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

blln fijmS information recorded in computer readable form is identical to the written sequence listing has 

□ The amendments have resulted in the cancellation of 

□ the description, pages 

□ the claims, Nos. 

n the drawings, sheets/fig 



5- □ JJiLTr established as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as mdicated in the Supplemental Box (Rule 70.2(c)).** 

""^'^^ ^ave ^.e«>r«/.A^^ to the receiving Office in response to an invitation under Article 14 are referred to 
andm^^^^^^^ and are not annexed to this report since they do not contain amendments (Rule mi6 

♦* Any replacement sheet containing such amendments must be referred to under item } and annexed to this report. 
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International application No. 
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V. Reasoned statement under Article 35(2) with regard to novelt>\ inventive step or industrial applicabilit>'; 
citations and explanations supporting such statement 



Statement 
Novelty (N) 

Inventive step (IS) 
Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-14 



1-14 



1-14 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 
1 . Documents 

Document 1: EP, 591544, Al (T. Aral et al . ) / 13 April 
1994 

Document 2: A. L. Hopkins et al . , "The stability of 
proton T2 effects of oxygen-17 water in 
experimental cerebral ischemia", Magn. Reson, 
Med., 1991, Vol. 22, No. 1, pp. 167-174 



2 . Explanation 
Claims 1-14 

Document 1, column 1, lines 33-40, indicates that in 
sectional imaging by NMR-CT the relaxation times of the 
resonance signal generated from moisture present as Uz^'^O 
and the resonance signal generated from moisture present 
as H2^''0 are different, and therefore information on 
metabolism can be obtained by detecting the intensity of 
the changing resonance signals when ^"^O is administered to 
the body. Document 2 discloses the possibility of 
detecting sites of obstruction of cerebral blood 
circulation by using Hs^'^O and measuring the T2 relaxation 
time thereof 

Although these documents differ from the invention 
described in Claims 1-14 in that the substances referred 
to are not medical drugs, the documents teach that ^""o 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



Inleniational application No. 
PCT/JP 99/03970 



influences proton relaxation time, and that this influence 
can be detected by NMR. Therefore, a person skilled in the 
art would not require special inventive skill in order to 
make drug compounds wherein ^^0 is replaced by ^^O, and to 
observe their behaviour in the body. 

The applicant claims that these documents do not 
mention that the relaxation effect is propagated by the 
protons in bodily components replacing the ^"^O-bound 
protons; however, it is common knowledge in the art that 
bonding between protons and oxygen in the water molecules 
present in the body is not fixed, and that a certain 
proportions of the protons are ordinarily exchanged. 
Therefore, the claim by the applicant cannot be considered 
to demonstrate that this application involves an inventive 
step. 
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^^'0^7KKNM^4A(^MfpBm6 2 6. 3 6±1. 0 1 m s e e J: ^ 

mm\^) M-^y-/M^ ^oH) ^^4'(^*jtt5^i^Btr«i<z)a'i^ 

M-^y^,p(l6oH) JNM-FSE 
t/c„ M:-^y-/l. (^^OH) «7KO^?pB$m4 2 0. 2 2± 

15 7 9. 1 2±4. 9 1msec) J: ^ ^>^E{C^^$tt7t. C(7)3*m;0^e>M^ 
^/-/^ (^^OH) (i. ^^f^, 5.-^Lfc^{;i. %m<Di^-fn Vl^^z.y,i,y^ 



wo 00/06207 



9 



PCT/JP99/03970 



13. K^^/i/- xy/^y - • v-^^xAt^j^M^ji^y 5Ky-AT*$>'5ft5jt<^)ii 2 
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